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(57) Abstract: The compound of the invention is a prodrug form of a therapeutic agent linked directly or indirectly to an oligopeptide, 
fT) which in turn, is linked to a stabilizing group. More generally, the present invention may be described as a new prodrug compound 
of a therapeutic agent, especially prodrugs comprising an antitumor therapeutic agent, displaying improved therapeutic properties 
relative to the products of the prior art, especially improved therapeutic properties in the treatment of cancerous tumors and/or in 
00 the treatment of inflammatory reactions such as rheumatic diseases. Improved therapeutic properties include decreased toxicity and 
00 increased efficacy. Particularly desired are prodrugs which display a high specificity of action, a reduced toxicity, an improved sta- 
2® bility in the serum and blood, and which do not move into target cells until activated by a target cell associated enzyme. Prodrug 
JJ? compounds of a marker enabling tumors to be characterized (diagnosis, progression of the tumor, assay of the factors secreted by 
— tumor cells, etc.) are also contemplated. The present invention also relates to the pharmaceutical composition comprising the corn- 
s' pound according to the invention and optionally a pharmaceutical^ acceptable adjuvant or vehicle. Further, a method of decreasing 
toxicity by modifying a therapeutic agent to create a prodrug is disclosed. Several processes for creating a prodrug of the invention 
^ are described. Compounds of the invention include the prodrugs, Suc-6 Ala-Leu- Ala-Leu-Dox, Suc-fiAla-Leu-Ala-Leu-Dnr, and 
Glutaryl-BAla-Leu-Ala-Leu-Dox. Additionally intermediate compounds, important to the process of preparation of the prodrugs of 
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Claims Nos.: 67 in part, and 1-65 



Present claims 1-65 relate to compounds, compositions and methods defined 

(inter alia) by reference to the following parameter(s): 

PI: a therapeutic agent capable of entering a target cell 

P2: a genetically-encoded or a non-genetically-encoded amino acid. 

P3: a stabilizing group that hinders cleavage of said oligopeptide by 

enzymes present in whole blood. 

P4: a linker group not cleavable by trouase. 

The use of these parameters in the present context is considered to lead 
to a lack of clarity within the meaning of Article 6 PCT. It is 
impossible to compare the parameters the applicant has chosen to employ 
with what is set out in the prior art. The lack of clarity is such as to 
render a meaningful complete search impossible. 

It is further pointed out, that the enzyme trouase is not sufficiently 
characterised in the description. This insufficiency also leads to a lack 
of clarity within the meaning of Article 6 PCT and to a lack of 
disclosure within the meaning of Article 5 PCT, especially since the 
enzyme trouase has not been mentioned with this name previously in the 
databases Medline, Cancerlit, Chemical Abstracts, Embase or Biosis, nor 
in the patent literature. 

Moreover, present claims 1-65 relate to an extremely large number of 
possible compounds, compositions and methods. Support within the meaning 
of Article 6 PCT and/or disclosure within the meaning of Article 5 PCT is 
to be found, however, for only a very small proportion of the compounds, 
compositions and methods claimed. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. 
Also, present claims 1-65 relate to compounds, compositions and methods 
defined by reference to a desirable characteristic or property, namely 
"the compound being selectively cleaved by an enzyme associated with the 
target cell". The claims cover all compounds, compositions and methods 
having this characteristic or property, whereas the application provides 
support within the meaning of Article 6 PCT and/or disclosure within the 
meaning of Article 5 PCT for only a very limited number of such 
compounds, compositions and methods. In the present case, the claims so 
lack support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. Independent of 
the above reasoning, the claims also lack clarity (Article 6 PCT). An 
attempt is made to define the compounds, compositions and methods by 
reference to a result to be achieved. Again, this lack of clarity in the 
present case is such as to render a meaningful search over the whole of 
the claimed scope impossible. 

Consequently, the search has been carried out for those parts of the 
claims which appear to be supported and disclosed, namely those parts 
relating to the compounds of claim 66, ant to those intermediates of 
claim 67, which are indeed intermediates in the synthesis of the 
compounds according to claim 66. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
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search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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